ADME NTP Study S0209 Nalidixic acid

The contract laboratory used the abbreviation NA for the test article.
Sex/Species: adult male F344 rats and B6C3F1 mice.

Vehicles: oral, corn oil.

CASRN 389-08-2

Radiolabeled with carbon-14 in the 3-position; Nalidixic acid, [3-1*C]-

Studies Performed:

e Single 20, 200, or 500 mg NA/kg oral gavage dose in male and female mice with
sacrifice 72 hours postdose.

e Single 20, 200, or 500 mg NA/kg oral gavage dose in male and female rats with
sacrifice 72 hours postdose.

No radioactivity was detected in the expired air.

Note on Accessibility: Persons with disabilities or using assistive technology may find
some documents are not fully accessible. For assistance, contact Central Data
Management or use our contact form and identify the documents/pages for which
access is required. We will assist you in accessing the content of the files. NIEHS has
helpful information on accessibility.


mailto:cdm@niehs.nih.gov?subject=ADME%20Document%20accessibility%20needed
mailto:cdm@niehs.nih.gov?subject=ADME%20Document%20accessibility%20needed
https://tools.niehs.nih.gov/webforms/index.cfm/main/formViewer/form_id/521/to/cdm

Table 1: Urlhary excretion of “C radloactivity by male mice after oral administration of

[*“CINA
Time (hr) 20 mg/kg® 200 mg/kg® 500 mg/kg®
Mean + SD dose excreted (%)
0-4 0.0+ 0.0 10.6 £ 3.8 8.7+33
4-8 56173 3.0+34 3.5+3.7
8-24 183 +6.3 249155 240149
24-48 6.1+5.1 5.0+22 31113
48-72 5.4+6.0 22+1.6 0.8+ 0.1
Mean x SD dose excreted (cumulative %)
0-4 0.0+ 0.0 10.6 £ 3.8 87+33
0-8 §6+73 13.7+ 5.7 122+ 4.1
0-24 239+ 10.1 38.6 + 10.6 36.2+ 6.6
0-48 30.0+8.7 436 t 8.6 39.3+64
0-72 354129 457+ 7.2 40.1 £ 64

8Data from three mice.
®Data from four mice.



Table 2: Urinary excretion of 'C radioactivity by female mice after oral administration of

[““CINA
Time (hr) 20 mg/kg* 200 mg/kg® 500 mg/kg®
Mean + SD dose excreted (%)

0-4 77+7.2 7.7+3.7 33129

4-8 99125 26+1.8 40t 4.1

8-24 18.1 £ 4.9 20.2 £ 2.7 18.1 £ 8.7
24-48 62+5.7 6.3+ 3.6 B 9.1+£10.0

48-72 45+43 38115 15+04

Mean + SD dose excreted (cumulative %)

0-4 77172 7.7+3.7 3.3+29

0-8 176179 10325 73147
0-24 35.7+ 104 30.5+4.0 254 £ 129

0-48 419+54 369+13 345140

0-72 463 £ 35 40.6 £ 0.7 359140

%Data from five mice.
®Data from four mice.



Table 3: Urinary excretion of 14C radioactivity by male rats after oral administration of

['*CINA
Time (hr) 20 mg/kg* 200 mg/kg® 500 mg/kg®
Mean + SD dose excreted (%)
0-4 34151 6.412.0 3.7+13
4-8 9.3+ 10.9 12.8 £ 4.9 23+1.9
8-24 61.3+17.7 41.2+3.9 203+ 1.5
24-48 42+29 126+ 2.0 302+ 3.7
48-72 0.8+0.7 14+04 46+1.1
Mean + SD dose excreted (cumulative %)
0-4 3.4+5.1 64120 3.7£13
0-8 12.7 £ 14.8 19.2 + 3.1 6.0+15
0-24 741 £9.7 60.4 £ 6.9 263126
0-48 783178 73.0£5.0 56.51+5.9
0-72 791178 744 £ 4.6 61.2+5.1

8Data from four rats.

®Data from three rats.



Table 4: Urinary excretion of C radioactivity by female rate after oral administration of

- T“CINA
Time (hr) 20 mg/kg 200 mg/kg 500 mg/kg
Mean + SD dose excreted (%}
0-4 9.2+ 10.8 54+15 181+ 1.0
4-8 18.6 £ 21.6 9.1+5.9 26+0.8
8-24 435+ 15.7 439+ 9.9 121+ 54
24-48 20105 13.1+85 30.1 £ 45
48-72 0.6+0.2 0.7+ 0.6 10.7 £ 6.6
Mean + SD dose excreted (cumulative %)

0-4 9.2+ 10.8 54+15 1.8+1.0
0-8 2781+ 113 145 +£5.2 43109
0-24 712+ 48 68.4 +14.7 16.4+65.8
0-48 732+ 4.8 71.5+8.2 465+ 83
0-72 738147 721+ 84 572176

8Data from four rats.



Table 5: Fecal excretion of ¢ radioactivity by male mice after oral administration of

['“CINA
Time (hr) 20 mg/kg* 200 mg/kg® 500 mg/kg®
Mean + SD dose excreted (%)
0-4 0.0+ 0.1 0.6+ 05 12116
4-8 0.0+ 0.1 1.2+0.8 1.0+1.2
8-24 232179 194 +£3.2 269+ 4.0
24-48 10.8+ 10.4 05+03 23+1.7
48-72 26127 82+53 22112
Mean + SD dose excreted (cumulative %)
0-4 0.0+0.1 0.6+ 0.5 1.2+ 1.6
0-8 0.1 +£0.1 18+1.2 22116
0-24 233180 21.2+29 29.1 £5.1
0-48 341 £ 4.2 21.7+29 314+ 35
0-72 36.7 £ 6.2 299 +5.7 33.6+3.6

9Data from four mice.
®Data from three mice.



Table 6: Fecal excretion of '“C radioactivity by female mice after oral administration of

- "CINA
Time (hr) 20 mg/kg® 200 mg/kg® 500 mg/kg®
Mean t+ SD dose excreted (%)
0-4 05+ 0.5 09+04 0.2+02
4-8 35147 5.6 £ 3.1 23113
8-24 18.6 + 8.1 20.7 £ 4.7 179+ 11.8
24-48 511565 05+0.2 2.0+ 0.7
48-72 3.0+3.9 6.8+5.1 . 11.0+ 15.0
Mean + SD dose excreted (cumulative %)
0-4 0.5+ 05 09+04 02+0.2
0-8 41147 6.4+3.2 25113
0-24 227+ 6.0 272174 20.4 £ 129
0-48 278+ 14 27.7+74 224 £ 126
0-72 308145 345157 334136

%Data from five mice.
bData from four mice.



Table 7: Fecal excretion of 'C radioactivity by male rats after oral administration of ['‘CINA

" Time (hr) 20 mg/kg* 200 mg/kg® 500 mg/kg®
Mean + SD dose excreted (%)
0-4 0.1+ 0.1 0.2+0.3 05+04
4-8 0.2+0.3 09105 0.0+ 0.1
8-24 78+1.8 3.0+14 14111
24-48 49+1.7 13.1 £ 4.1 41+52
48-72 0.4 +0.1 1.7+1.0 14.7 £ 4.9

Mean + SD dose excreted (cumulative %)

0-4 0.1+ 0.1 0.2+0.3 05+04
0-8 0.2+ 03 1.1+0.8 0.6+ 03
0-24 8.0+2.0 4.1+ 241 20+14
0-48 13.0+23 171 +£3.7 6.1+ 46
0-72 134 +23 18.8 + 44 20.8 + 45

8Data from four rats.
bData from three rats.



Table 8: Fecal excretion of '4C radioactivity by female rats after oral administration of

" [MCINA
Time (hr) | 20 mg/kg 200 mg/kg 500 mg/kg
Mean t SD dose excreted (%)

0-4 0.0+ 0.0 0.2+0.2 0.2+ 0.1
4-8 0.2+ 0.3 0.3+03 0.7+0.5
8-24 75125 1.9+0.7 1.7+£1.9

24-48 39+15 14.7 £ 6.0 566153

48-72 0.2+ 0.1 2.1+29 233124

Mean + SD dose excreted (cumulative %)

04 0.0+ 0.0 0.21+0.2 0.2+ 0.1
0-8 0.2+03 0.5+04 09105
0-24 7.7+24 23105 26118
0-48 116114 17.0+ 6.1 8.1+6.1
0-72 118+ 15 19.1+3.7 314174

8Data from four rats.



Table 9: Concentration of ['*C]NA equivalents In tissues of male mice at 72 hr after oral
- administration of ['“CJNA

Mean t SD concentration (nmol/g)

Tissue 20 mg/kg® 200 mg/kg® 500 mg/kg®
Plasma 0.07 £ 0.01 0.83 £ 0.59 1.44 £ 0.54
Blood cells 0.00 £ 0.00 0.00 £ 0.00 0.55+ 1.10
Liver 290+ 0.14 23.54 1 3.96 4955 + 2.74
Kidney 0.83+0.18 6.83+1.73 1213+ 1.19
Heart 0.00 1 0.00 0.00 £ 0.00 0.00 £ 0.00
Lung 0.00 £ 0.00 0.59 £ 0.70 2.08 £ 0.55
Brain 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00
Adipose tissue 0.00 + 0.00 0.00 £ 0.00 0.00 £ 0.00
Skeletal muscle 0.00 £ 0.00 0.00 + 0.00 0.00 + 0.00
Spleen 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00
Thymus 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00
Forestomach 0.1310.16 0.99 + 1.97 2.33+ 1.65
Glandular stomach 0.12+0.20 2.76 £ 5.53 3.84 + 1.42
Testes 0.00 £ 0.00 0.00 + 0.00 0.00 £ 0.00
Preputial gland 0.00 + 0.00 0.00 £ 0.00 0.00 £ 0.00
Seminal vesicle 0.00 £ 0.00 0.00 + 0.00 0.00 £ 0.00
Skin (ear) 0.34 £ 0.30 0.00 £ 0.00 3.00 £ 0.89

8Data from three mice.

bData from four mice.
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Table 10: Concentration of ['“C]NA equivalents in tissues of female mice at 72 hr after oral

-~ administration of ['C]NA

Mean + SD concentration (nmol/g)

Tissue 20 mg/kg* 200 mg/kg® 500 mg/kg®
Plasma 0.07 £ 0.04 1.40 £ 0.67 1.99 £ 1.29
Blood cells 0.04 + 0.08 0.00 + 0.00 0.00 + 0.00
Liver 3.67 £ 0.25 29.00 + 2.74 67.49 + 14.98
Kidney 0.56 + 0.06 452 £ 0.98 7.91+£0.77
Heart 0.00 £ 0.00 0.00 £+ 0.00 0.80 £ 1.11
Lung 0.00 £ 0.00 0.21 £ 0.42 2.14 £ 0.65
Brain 0.00 £ 0.00 0.00 £ 0.00 0.00 £+ 0.00
Adipose tissue 0.00 £ 0.00 0.00 + 0.00 0.00 £ 0.00
Skeletal muscle 0.00 + 0.00 0.00 1+ 0.00 0.83 + 0.82
Spleen 0.00 + 0.00 0.00 + 0.00 0.00 + 0.00
Thymus 0.00 + 0.00 0.00 £ 0.00 0.00 £+ 0.00
Forestomach 0.07 £ 0.10 0.69 + 1.39 3.40 £ 2.16
Glandular stomach 0.11 £ 0.15 2.58 £ 3.26 4.63 £ 4.59
Ovary 0.00 + 0.00 0.00 + 0.00 0.00 1+ 0.00
Clitoral gland 0.00 + 0.00 0.00 + 0.00 5.36 £+ 6.30
Skin (ear) 0.00 1+ 0.00 0.00 £+ 0.00 473 £ 3.55

8Data from five mice.
®Data from four mice.
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Table 11: Concentration of ['*C]NA equivalents In tissues of male rats at 72 hr after oral

administration of ['“C]NA

Mean + SD concentration (nmol/g)

Tissue 20 mg/kg® 200 mg/kg® 500 mg/kg®
Plasma 0.04 +0.05 0.20 + 0.35 2.38 £ 1.52
Blood cells 0.03 £ 0.03 0.16 £ 0.28 0.85 + 0.52
Liver 1.91 £ 0.19 19.89 + 0.66 60.89 + 3.80
Kidney 0.18 £ 0.02 1.77 £ 0.13 9.64 + 8.83
Heart 0.00 £ 0.00 0.00 £ 0.00 1.10+ 0.82
Lung 0.27 £ 0.05 1.38+£ 0.27 2.99 £ 0.67
Brain 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00
Adipose tissue 0.00 + 0.00 0.00 £ 0.00 0.14+0.25
Skeletal muscle 0.04 £+ 0.06 0.00 £ 0.00 0.36 £ 0.37
Spleen 0.00 £ 0.00 0.14+ 0.24 140+ 1.34
Thymus 0.00 + 0.00 0.00 + 0.00 0.73 £ 0.80
Forestomach 0.01 £ 0.03 0.91 + 0.68 1.57 £ 0.39
Glandular stomach 0.04 + 0.03 0.99 + 0.22 1.69 £ 0.53
Testes 0.00 + 0.00 0.00 £ 0.00 0.67 £ 0.44
Preputial gland 0.93 £ 0.08 13.33 £ 2.13 4355 t+ 6.35
Seminal vesicle 0.00 £ 0.00 0.16 £ 0.27 0.76 + 0.31
Skin (ear) 0.24 + 0.06 1.45 +0.72 6.68 + 4.34

8Data from four rats.

®Data from three rats.
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Table 12: Concentration of [“C]N_A equivalents in tissues of female rats at 72 hr after oral
*  administration of [“C]NA

Mean + SD concentration (nmol/g)*

Tlgsuo 20 mg/kg 200 mg/kg 500 mg/kg
Plasma 0.00 t 0.00 0.49 £ 0.33 5.19+1.38
Blood cells 0.07 £ 0.11 0.13+0.27 1.92 £ 0.72
Liver 2.00 £ 0.28 21.10 £ 2.61 86.65 + 9.97
Kidney 0.20 £ 0.02 2.00 £ 0.31 20.54 + 3.45
Heart 0.00 £+ 0.00 0.00 £ 0.00 1.78 £ 0.58
Lung 0211008 1.4310.17 5.07 £ 0.77
Brain 0.00 £ 0.00 0.00 £ 0.00 0.53+£0.16
Adipose tissue 0.00 £ 0.00 0.00 £ 0.00 0.41 £ 0.10
Skeletal muscle 0.00 £ 0.00 0.00 £ 0.00 0.91+£0.18
Spleen 0.00 £ 0.00 0.22 £ 0.26 3.191£0.72
Thymus 0.00 £ 0.00 0.00 £ 0.00 1.62 £ 0.54
Forestomach 0.05 + 0.04 0.31 £ 0.21 3.68 £ 0.74
Glandular stomach 0.03 £ 0.06 0.25 £ 0.29 3.63 £ 0.97
Ovary . 0.00 £ 0.00 0.00 £ 0.00 243+£1.19
Clitoral gland 0.60 £ 0.71 7.52 £ 2.05 23.26 £ 8.77
Skin (ear) 0.22 £ 0.19 1.26 £ 0.69 10.99 £ 5.77

8Data from four rats.



Table 13: Percentage of the dose of '*C radioactivity In tissues of male mice at 72 hr after
) oral administration of ['*C]NA®

Mean + SD fraction of dose (%)
Tissue 20 mg/kg® 200 mg/kg® 500 mg/kg®
Plasma 0.00 £ 0.00 0.00 £ 0.00 0.00 + 0.01
Blood cells 0.00 £+ 0.00 0.00 £ 0.00 0.00 £ 0.00
Liver 0.15 £ 0.02 0.11 £ 0.02 0.11 £ 0.01
Kidney 0.02 + 0.01 0.01 £ 0.00 0.01 £ 0.00
Heart 0.00 £+ 0.00 0.00 £ 0.00 0.00 + 0.00
Lung 0.00 £ 0.00 0.00 + 0.00 0.00 + 0.00
Brain 0.00 £+ 0.00 0.00 £ 0.00 0.00 £ 0.00
Adipose tissue 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00
Skeletal muscle 0.00 + 0.00 0.00 £ 0.00 0.00 £ 0.00
Spleen 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00
Thymus 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00
Forestomach 0.00 £ 0.00 0.00 t+ 0.00 0.00 £ 0.00
Glandular stomach 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00
Testes 0.00 £ 0.00 0.00 + 0.00 0.00 + 0.00
Preputial gland 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00
Seminal vesicle 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00
Skin (ear) 0.06 £ 0.05 0.00 £ 0.00 0.02 £ 0.01
Total 0.22 + 0.06 0.12 £ 0.02 0.15 £ 0.01

®Percentages were calculated from the organ weights and by assuming that plasma = 4%, blood cells =
4%, fat = 11%, skeletal muscle = 50%, and skin = 16% of body weight.

bData from three mice.
¢Data from four mice.
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Table 14: Percentage of the dose of '“C radioactivity In tissues of female mice at 72 hr
*  after oral administration of ['*C]NA®

Mean t SD fraction of dose (%)

Tissue 20 mg/kg® 200 mg/kg® 500 mg/kg®
Plasma 0.00 £+ 0.01 0.01 £ 0.01 0.00 £ 0.01
Blood cells 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00
Liver 0.20 £ 0.03 0.15 £ 0.02 0.16 £ 0.02
Kidney 0.01 £ 0.00 0.01 £ 0.00 0.01 £ 0.01
Heart 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00
Lung 0.00 £ 0.00 0.00 £+ 0.00 0.00 £ 0.00
Brain 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00
Adipose tissue 0.00 £ 0.00 0.00 £+ 0.00 0.00 £+ 0.00
Skeletal muscle 0.00 £ 0.00 0.00 + 0.00 0.02 + 0.02
Spleen 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00
Thymus 0.00 1 0.00 0.00 £+ 0.00 0.00 £ 0.00
Forestomach 0.00 £ 0.00 0.00 + 0.00 0.00 + 0.00
Glandular stomach 0.00 £+ 0.00 0.00 + 0.00 0.00 £ 0.00
Ovary 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00
Clitoral gland 0.00 + 0.00 0.00 £ 0.00 0.00 + 0.00
Skin (ear) 0.00 £ 0.00 0.00 £ 0.00 0.03 £ 0.02
Total 0.22 + 0.02 0.16 £ 0.02 0.22 + 0.06

%Percentages were calculated from the organ weights and by assuming that plasma = 4%, blood cells =
4%, fat = 11%, skeletal muscle = 50%, and skin = 16% of body weight.

®Data from five mice.

“Data from four mice.
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Table 15: Percentage of the dose of 'C radioactivity in tissues of male rats at 72 hr after
oral administration of ['“C]JNA®

Mean + SD fraction of dose (%)

Tissue 20 mg/kg® 200 mg/kg® 500 mg/kg®
Plasma 0.00 £ 0.00 0.00 £ 0.00 0.00 + 0.01
Blood cslls 0.00 + 0.00 0.00 + 0.00 0.00 + 0.00
Liver 0.08 + 0.01 0.10 £ 0.01 0.12 + 0.01
Kidney 0.00 £ 0.00 0.00 + 0.00 0.00 £ 0.01
Heart 0.00 + 0.00 0.00 £ 0.00 0.00 £ 0.00
Lung 0.00 + 0.00 0.00 £ 0.00 0.00 £ 0.00
Brain 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00
Adipose tissue 0.00 £ 0.00 0.00 £+ 0.00 0.00 £ 0.00
Skeletal muscle 0.02 £ 0.03 0.00 + 0.00 0.01 £ 0.01
Spleen 0.00 1 0.00 0.00 t 0.00 0.00 + 0.00
Thymus 0.00 £ 0.00 0.00 + 0.00 0.00 + 0.00
Forestomach 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00
Glandular stomach 0.00 + 0.00 0.00 + 0.00 0.00 + 0.00
Testes 0.00 +£0.00 0.00 £ 0.00 0.00 £ 0.00
Preputial gland 0.00 + 0.00 0.00 + 0.00 0.00 + 0.00
Seminal vesicle 0.00 £ 0.00 0.00 £ 0.00 0.00 £ 0.00
Skin (ear) 0.04 £+ 0.01 0.03 £ 0.01 0.05 £+ 0.03
Total 0.14 £ 0.03 0.13 £ 0.01 0.19 + 0.06

%Percentages were calculated from the organ weights and by assuming that plasma = 4%, blood cells =
4%, fat = 11%, skeletal muscle = 50%, and skin = 16% of body weight.

ata from four rats.

®Data from three rats.
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Table 16: Percentage of the dose of *C radioactivity In tissues of female rats at 72 hr after
- oral administration of ['*C]NA®

Mean + SD fraction of dose (%)®

Tissue 20 mg/kg 200 mg/kg 500 mg/kg
Plasma 0.00 £ 0.00 0.00 £ 0.00 0.01 £ 0.00
Blood cells 0.00 + 0.01 0.00 £ 0.00 0.00 £ 0.00
Liver 0.07 + 0.01 0.09 £ 0.01 0.13 £ 0.01
Kidney 0.00 £ 0.00 0.00 + 0.00 0.01 £ 0.00
Heart 0.00 + 0.00 0.00 + 0.00 0.00 £ 0.00
Lung 0.00 £ 0.00 0.00 + 0.00 0.00 £ 0.00
Brain 0.00 £ 0.00 0.00 + 0.00 0.00 £ 0.00
Adipose tissue 0.00 £ 0.00 0.00 + 0.00 0.00 £ 0.00
Skeletal muscle 0.00 + 0.00 0.00 + 0.00 0.02 £ 0.00
Spleen 0.00 £ 0.00 0.00 + 0.00 0.00 + 0.00
Thymus 0.00 £ 0.00 0.00 + 0.00 0.00 £ 0.00
Forestomach 0.00 £ 0.00 0.00 + 0.00 0.00 + 0.00
Glandular stomach 0.00 £+ 0.00 0.00 + 0.00 0.00 t 0.00
Ovary 0.00 + 0.00 0.00 + 0.00 0.00 £ 0.00
Clitoral gland 0.00 £ 0.00 0.00 + 0.00 0.00 + 0.00
Skin (ear) 0.04 + 0.03 0.02 £ 0.02 0.08 £ 0.05
Total 0.11 £ 0.04 0.11 £ 0.02 0.25 + 0.04

%Percentages were caiculated from the organ weights and by assuming that plasma = 4%, blood cells =
4%, fat = 11%, skeletal muscle = 50%, and skin = 16% of body weight.
®Data from four rats.
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Table 17: Recovery of **C radioactivity from male mice at 72 hr after oral administration of

[*“CINA
Mean + SD dose recovered (%)
Sample" 20 mg/kg 200 mg/kg 500 mg/kg
Urine 354129 457172 40.1 £ 6.4
Feces 36.7+ 6.2 299 +5.7 33.6 £ 3.6
Cage rinse 133+11.7 1.6+ 0.1 3.2+21
Tissues 0.310.1 0.1£0.0 0.2+ 0.1
Total 85.7+4.2 773+ 8.6 769 £ 5.1

8Urine and feces are expressed as the total cumulative % dose collected until the time of sacrifice at 72
hr. At sacrifice, tissues and cage rinse were collected.
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Table 18: Recovery of '‘C radioactivity from female mice at 72 hr after oral administration

©  of ["*CINA
Mean i SD dose recovered (%)
Sample® 20 mg/kg 200 mg/kg 500 mg/kg
Urine 463 + 3.5 40.6 £ 0.7 359+ 4.0
Feces 308145 345157 334136
Cage rinse 110+ 4.9 34121 27109
Tissues 02+0.0 02+0.1 03+0.1
Total 883+ 1.7 78.7 £+ 5.6 722 +1.2

%Urine and feces are expressed as the total cumulative % dose collected until the time of sacrifice at 72

hr. At sacrifice, tissues and cage rinse were collected.
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Table 19: Recovery of 1‘C radloactivity from male rats at 72 hr after oral administration of

) [“CINA
’ Mean + SD dose recovered (%) i ll
Sample* 20 mg/kg 200 mg/kg 500 mgkg
Urine 79178 744 £ 46 61.2+5.1 '
Feces 134+ 23 188 + 4.4 208 £ 45
Cage rinse 1.8+ 1.8 1.0+0.4 1.3+04
Tissues 0.1+0.1 0.1+£0.0 0.2+0.1
Total 943184 943 + 3.4 835+1.7

%Urine and feces are expressed as the total cumulative % dose collected until the time of sacrifice at 72
hr. At sacrifice, tissues and cage rinse were collected.
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Table 20: Recovery of 'C radioactivity from female rats at 72 hr after oral administration of

- " ["“cINA
Mean + SD dose recovered (%)
Sample® 20 mg/kg 200 mg/kg 500 mg/kg
Urine 738147 721184 §72+76
Feces 118+ 1.5 19.1 £3.7 314174
Cage rinse 16+0.8 0.9+0.7 23104
Tissues 0.1+0.1 0.1+£0.0 0.3+0.1
Total 873148 92.2+5.3 91.1+04

®Urine and feces are expressed as the total cumulative % dose collected until the time of sacrifice at 72
hr. At sacrifice, tissues and cage rinse were collected.



Table 21: Fffect of dose on the disposition and metabolism of ['“CJNA in male and female mice

20 mg/kg 200 mg/kg 500 mg/kg
Parameter males females males females males foemales
Mean + SD fraction of dose (%)
Minimum extunt absorption 35.62 46.52 45.82 40.76 40.25 36.12
Excreted in urine
0-24 hr 23.9 + 10.1 3571104 38.6 £ 10.6 3051 4.0 36.21 6.6 254 £ 129
0-72 hr 354129 46.31+ 3.5 4571+ 7.2 40.6 £ 0.7 40.1 £ 6.2 35.9+4.0
Excreted in feces
0-24 hr 233180 22.7+6.0 212129 27.2+7.4 29.1 £ 5.1 2041129
0-72 hr 36.7+6.2 308145 299157 34515.7 336136 334136
Tissues at 72 hr 0.22 £ 0.06 0.22 £ 0.02 0.12 £ 0.02 0.16 £ 0.02 0.15 £ 0.01 0.22 £ 0.06
Total recovery 85.71+4.2 883+ 1.7 77.31+8.6 78.7+5.6 76.9+5.1 722+1.2
Radioactivity excreted in urine as iy !
B (carboxynalidixic acid) 17.86 25.68 24.13 21.70 18.51 16.29
0.25 0.35 0.20 0.04 —_ 0.52
K (parent compound) 1.59 207 3.22 2.81 2.84 1.85
M 6.43 8.07 11.77 8.78 10.54 9.79
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Table 22: Effect of dose on the disposition and metabolism of ["C]NA in male and femals rats

20 mg/kg 200 mg/kg 500 mg/kg
Farameter males females males females males females
Mean t SD fraction of dose (%)

Minimum extent absorption 79.24 73.91 74.53 72.21 61.39 57.45
Excreted in urine

0-24 hr 741+ 9.7 712148 60.4 + 6.9 58.4 + 14.7 26.312.6 1641 5.8

0-72 hr 791178 73.81+4.7 7441 4.6 721+ 8.4 61.215.1 5§7217.6
Excreted in feces

0-24 hr 8.0+ 2.0 77124 41121 23105 20114 26+1.8

0-72 hr 134123 11.811.5 18.8+4.4 19.1 £ 3.7 20.8+ 4.5 314174
Tissues at 72 hr 0.14 £ 0.03 0.11 £ 0.04 0.13 1+ 0.01 0.11 £ 0.02 0.19 1 0.06 0.25 £ 0.04
Total recovery 943184 873148 943+ 3.4 92.21+5.3 835117 911104
Radioactivity excreted in urine as ., a

B (carboxynalidixic acid) 58.61 52.06 41.26 44.07 26.77 23.33

H 10.07 9.44 16.26 8.97 20.27 10.05

K (pzrent compound) 5.24 8.68 10.33 10.56 5.41 5.13

M 0.99 0.52 0.18 1.78 0.49 0.43
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